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Wherein 

R- is H. acyl (C2-C4). alkyi {CyC^l 

R2 is OH, allcoxy or R2 and R3 are methylene, 

R3 is CH3 or R2 and Rg are methylene. 

(If) below 
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Formula lb: 
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tegeous for their use as chemotherapeutic «f ^"^^""^^^^^ until now taxolds are adminfetered intrave- 

n,olecules are siight^ lipophilic wtth a relat-veyh^ 

nously. in particular using formulations consist.r^g of PS80 or cremopnor g 

invention to develop taxoid formulations for ^J;";"!^^^^;"^^ ^^^^^ ,ed to an extremely low bioavailability in 

[0005, oral administration of PS80 <''ff"°P'^°\°^"^ri VnaSn fomiuiations consisting of a high content 
animasprobablybecauseof ahigh metabolism rate, tee g.dogsJna^^^ 

rPSeo e.g. less than 40 mg taxoid/g PS80) ^ 1^^^^^^^^ would not be possible wfth the 

:-rdr=^^^ 

S"trrrmt.desc.besys— ™ 

srrprorntSisr:^^^^^^^^^ 

istered orally at an effective concentration. h«rimnhobic druas This application describes compositions 
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erides, free fatty acids, fatty acid esters or derivatives thereof, and a hydrophilic component selected from hydroxyal- 
kane, dihydroxyalkane or polyethylene glycol (PEG), and comprising at least one surfactant. 
[0009] EP 0 1 52 945 B1 describes transparent multi-component systems for pharmaceutical application containing 
one or several active ingredifsnts in a system composed of an oil component, surfactants, co-surfactant and optionally 
5 water. 

[0010] EP 0 670 715 B1 describes compositions for pharmaceutical use intended to be ingested, able to fomn a 
microemulsion, comprising at least an active ingredient, a lipophilic phase, a surfactant, a co-surfactant and a hy- 
drophilic phase of special composition. 

[001 1 ] EP 0 334 777 B1 describes a micro-emulsion with phamnaceuticai use comprising a water-soluble phase and 
10 a lipidic phase, comprising at least one surface-active agent based on Polyethylenglycol and at least one co-surfactant 
based on poiyglycerol. 

[0012] It has now been found, and that is what constitutes the subject of the present invention, that it is possible to 
prepare chemically and physically stable fonnuiations of taxoid for oral administration. The present invention relates 
to a self-emulsifying formulation for the oral administration of taxoids comprising at least one taxoid and at least one 
IS amphiphillc surfactant with hydrophilic character that is preferably LabrasoKS) (glyceride of PEG and saturated fatty 

acids). 

[0013] In a preferred embodiment of the invention the fonmulation contains a taxoid up to 200 mg/ml LabrasoKg), for 
example 150 mg taxoid per ml LabrasoKS), preferably between 5 and 100 mg taxoid per ml LabrasoKS), e.g. 5 mg/hni, 
10 mg/ml, 20 mg/hril, 30 mg/ifnl, 40 mg/ml, 50 mg/ml, 60 mg/ml, 70 mg/ml, 80 mg/ml, 90 mg/hni or 100 mg/ml. 
20 [001 4] The taxoid/ Labrasol® formulation may comprise further certain additional additives, the tatter may be stabi- 
lizing agents, preservatives, agents which make It possible to adjust the viscosity, or agents that can modify, for example, 
the organoleptic properties. 

[0015] In another aspect the invention relates to a self-mlcroemulsifying (SMES) fonnuiation for the oral administra- 
tion of taxoids comprising at least one taxoid, Cremophor EL® (POE hydrogenated castor oil), at least one co-surfactant 
25 and at least one oil. 

[0016] The co-surfactant is an amphiphillc surfactant with lipophilic character with an HLB (H LB stands for hydrophilic- 
lipophilic balance) of less than 10. The co-surfactant is preferably chosen from Peceol® (Glyceryl monooleate), Lau- 
roglycol 129® (PG monolaurate), Capryol 90® (Polyethylenglycol monocaprylate), Maisine 35-1® (Glyceryl mono- 
dicaprylate) and Imwitor 988® (Glyceryl mono-dicapryl). 

30 [0017] The oil is preferably a medium-chain triglyceride. The medium-chain triglyceride is preferably Miglyol 812N®. 
[0018] The amount of co-surfactant is preferably less than 50 % (weight percent), more preferable less 40 %, for 
example 35%, 30%, 25%, 20%, 1 5%, 1 0% or 5%. The oil concentration is preferably less than 40 %, more preferably 
less than 30 %, for example 25%, 20%, 15%, 10% or 5%. In a prefered embodiment of the invention the ratio of 
surfactant to co-surfactant is 3:1 or higher (I.e. 5:1 or 6:1) and the oil concentration is 20%. 

35 [001 9] In a preferred embodiment of the invention the SM ES fomrtulation contains a taxoid in an amount comprised 
between 5 and 50 mg/g, preferably closer to 50 mg/g. 

[0020] In a prefen^ed embodiment of the invention the formulation has one of the following compositions: 
Cremophor EL/Maisine/Miglyol 81 2N or 

40 

Cremophor EL/Lauroglycol 90/Miglyol 812N or 

- Cremophor EL/Capryol 90/Miglyol 81 2N or 
45 - Cremophor EL/Peceol/Miglyol 81 2N or 

Cremophor EL/lmwitor 988/Migtyol 81 2N. 
[0021] In a prefen^ed embodiment of the invention the formulation has one of the following compositions: 

so 

- Cremophor EL/Malsine/Mlgtyol 812N at 50 mg/g or 

- Cremophor EL/Lauroglycol 90/Migtyol 81 2N at 50 mg/g or 
55 - Cremophor EL/Capryol 90/Miglyol 81 2N at 50 mg/g or 

Cremophor EL/Peceol/Migtyol 81 2N at 50 mg/g or 
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- Cremophor Eiyimwitor 98B/Miglyol 81 2N at 50 mg/g. 

r00221 in a preferred embodiment of the invention the SMES contains 50 mg taxoid per g fomrtulation. wherein the 
stirring is maintained in o^rto "Jt^Jj a^o^^^^^^^^ Tl^eu^^nce taxoid solubilisation in aqueous medium by 

ira.p!;sraC'-^^^^^^ 

A^ong amphiphllic and llpld-based fomiulatlons. 3 categories were identified: 
Amphiphilic polymers (micelle or emulsion formation) 
Phospholipids (lipidic vesicles formation) 

SMES (self-mioroemulsifying systems): oil + surfactant * co-surfactant (microemulsion fomiatlon) 

S'lifferent categories of excipients described in the literature as components of amphiphllte and llpld-based 
formulations have been tested for the solubility of taxoids: 

1 . Oils (medium-chain triglycerides, fatty acids, ...) 

2. Amphiphilic surfactants with hydrophilic character (HLB>1 0) (PEO sorbitan fatty adds, castor oil ethoxylates. 
fatty acid ethoxylates.) 

3. AmphlphilU. surfactants w«h l^ophillc character (HLB<10HgVcerid- o^^^^^ oleata^lnoleate. 
oleoyi macrogol glycerides; derivatives of propylene glycol: PG capryiatefl.noleate.) 

4. Phospholipids (lecithins) 

5. Hydrophilic solvents (PEG 400,..) 

. ssrrosrr— — ^^^^^^^ 

of taxoid of formula lb, are reported in table 1 below. 
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Table 1: Solubility data of a taxoid of foimula lb in liquid excipients 



5 


Conunercial name 


Chemical description 


SoIubiUty 
(mg/g) 


10 


Mediuin-cham trigjlycerides 




Miglyol 8I2N 


capijdic/capric triglyceride 


65 


15 


Soybean oil 


glycerides (linoleic add 50-57%) 


16 




Amphiphilic surfactants with lipophilic character (HLB <10) 


20 


Crossential 094 


Oleic acid 


37 




LabrafilM1944CS 


oleyl macrogol-6-glycerides 


52 


25 


Edenor C8 98-100 


Caprylic acid 


138 


Plurol diisostearic 




23 




Peceol 


Glyceryl monooleate 


106 


30 


Lauroglycol 129 


PG monolaurate 


129 




Capryol 90 


Polyethyieneglycol monoc^rylate 


281 


35 


Maisine35-1 


Glyceryl linoleate 


129 




Plurol oleic CC497 


Polyglyceryl 6 oleate 


42 
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Amphiphffic surfactants with hydrophUic character (HLB>10) 




PS80VG 


OEtnonooleate 


44 


PS80VGpH6 I 


'OE monooleate * 


35 


ICronophorEL ^ 


>OEhydrogenated castor oil - 


)4 


I Labrasol * 


-aprylocaproyl macrogol-8 glycendes 


244 


1 Solvents, cosoWcnts 






lEtiianol 




250 


IhPD cyclodextrin 




0.28 


Tianscutol 


Diethylene glycol monoethyl ether 


197 


1 PEG 400 


polyethylene glycol 400 


121 


Phospholipids 




PhosalSOSA 


Phosphatidylcholine 50 ± 3% m alcohol, 
safflower oil, glyceryl stearate, coconut oil and 
ascorbyl palmitate 


97 


rphosal 75 SA 


Phosphatidylcholine 75 ± 3% in alcohol, 
safflower oil, glyceryl stearate, coconut oil and 
ascorbyl palmitate 


122 

I 


PhosalSOPG 


Phosphatidylcholine ^ 50% in propylen( 
glycol 


e 27 



45 



drug dissolution. 



50 



Table 2: Solubility data in semi 
excipients 



i-solid excipients (at the melted state) and solid 
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Commercial name 


Chemical description 


solubility (mg^g) 


Amphiphilic surfactants with lipophilic character (HLB <10) 


Imwitor 988 


Glyceryl mono-dicaprylate 


283 


HydrophiUc surfactimts and 'ampUphiiQc surfactaniis widi hydrophilic character 


(HLB>10) 






PEG 4000 


polyethylene glycol 1500 


>50* 


Myrj45 


FOE stearate 


128 


Phosphoiijp^ids 


Phospholipon 90H 


Phosphatidylcholine 93% 


Not done 



[0031] The solubility of taxoid of formula lb at room temperature has been determined by X ray diffraction. 
[0032] Taking into account the solubility of a taxoid of formula lb, for the 3 categories of drug delivery systems the 
following excipients were retained: 

Phosal 75SA and Phospholipon 90iH for lipidic vesicle fonnation 

Labrasol for emulsion fonnation 

Microemulslon f omnation: as surfactant Myrj 45, PS80, Cremophor EL, Labrasol; as co-surfactant: Maisine, Capryot 
90, Peceol, Lauroglycol 90, Imwitor 988; as oil: Miglyol 81 2N, Edenor. 

[0033] For the first 2 categories, the excipients were fonnulated as binary systems with the drug, at the following 
concentrations: 

• Phosal 75SA (solution): 1 00 mg^g fonnulation 

• Phospholipon 90IH (solid powder): 50, 100 mg/g fomnuiation 

• Labrasol (solution): 50, 100, 200 mg/g fonnulation 

[0034] For the SMES category (3-components system), a first screening of the excipients as oil, surfactant (HLB>1 0) 
and co-surfactant (HLB<10), combined together at different ratios without the presence of the active, was necessary 
for identifying the formulations able to fomi a microemulsion (droplet size <30 nm) after infinite dilution with water With 
this screening the following SMES were identified; 

• Cremophor ELyMalsine/l^iglyol 81 2N at 50 mg/g 

• Cremophor EL/Lauroglycol 90/Miglyol 81 2N at 50 mg/g 

• Cremophor EL/Capryol 90/Miglyol 81 2N at 50 mg/g 

• Cremophor EUPeceol/Mlglyol 81 2N at 50 mg/g 

• Cremophor EL/lmwItor 988/MiglyoI 81 2N at 50 mg/g 
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LOSS, T.e,*N,.^n«.««*l««.".he««>«»'''— "«-»'*»»'""'"^''°^^ 
10037) It » und.«oo<l that, to choose the "f^t M illec.«rs«hl* may Muence the eltlc^st 

:;?:r:s'srorpsr;irp2;r^s',--».o.«.--o.,to».,o,-e 

!Sr.hthee,te„,«,™.*e™,..«»-e=.l"'»9~'»">;l^^^^^ 
L,g,H'o.....,thls,uentlt,™,.p«=»li,»10,"»;^«>^ 

°^*An™,S.h..g.nt.o,p.*o,.**9th.*»t,y,th«er«,be,,»,»^ 
K"S.':2S*-SXrre;&e,..^«^oe*he»^ 
acid, fumaric acid, glycerin, vanillin or menthol. , composition. 

prrs-re^rpZhrs 

in the form of an oral solution. i„wion are oarticularly advantageous because of their good stability, 

" S;«T The,0..«hg.x»,l...a^«*e-.I1"««".«'«»»'»™"'°"'°»^'«'°^ 

Figures 
40 [0049] 

Figure 1 : Taxold Of fom,ula lb relase profile o, different fonnulations at 1 00 rng/g in simula^^ 
F.gure2:Taxo«offorrnulalbr^asep,oflleofse«e.u.«ylngsysten.(SMES)at50m 
45 medium 

ngure 3: Particle size of Taxold of formula lb fom^ulatlons in simulated gastric medium 
ngure4:PartldeslzeofTaxoldofformutolbfom,ulation8leadingtodroplets<50nminsimuiatedga^^ 

Figure 5: Taxold of fomiula lb - PK profiles with the PS80 fomiulatlon 
Figure 6: Taxold of fomiula lb - PK profiles with the SMES formulation 
Figure 7: Taxoid of fomiula lb - PK profiles of nanocystals of Taxold of fom,ula lb 
Figure 8: Taxold of fomiula lb - PK profiles of the 3 fomiulations in dog no 1 
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Figure 9: Taxoid of formula lb - PK profiles of the 3 formulations in dog no 2 
Figure 10: Taxoid of formula lb - PK profiles of the 3 fomnulations In dog no 3 
5 Figure 1 1 : Taxoid of fomiula ib - Comparison of plasma radioactivity Cmax of different fomnulations in Beagle dogs. 

Figure 12: Taxoid of fonnula Ib • Comparison of plasma radioactivity AUC of different formulations in Beagle dogs. 
Examples 

10 

Example 1 : Preparation of Prototypes 

1.1 Materials 
IS [0050] 

• Taxoid of formula Ib 

• Miglyol 812N (Condea Vista Company* Cranford, NJ, USA) 

20 

• Labrasol (Gattefoss6, Saint Priest, F) 

• Cremophor EL (BASF AG, Ludwigshafen, DE) 
25 • Capryol 90 (Gattefoss6, Saint Priest, F) 

• Lauroglycol 90 (Gattefoss6, Saint Priest, F) 

• Peceol (Gattefosse, Saint Priest, F) 

30 

• Maisine 35-1 (Gattefoss^, Saint Priest, F) 

• Imwitor 988 (Condea Vista Company, Cranford, NJ, USA) 
35 • Phosal 75SA (Nattemriann, Cologne, DE) 

• Phospholipon 90H (Nattermann, Cologne, DE) 

• PS80 VG DF (Seppic, Paris, France) 

40 

1 .2 Preparation of the solutions 

[0051] The weighed drug was dispersed in the excipient, and then maintained under mechanical stining until coni- 
plete dissolution (approximately 3-5 hours). In the case of the SMES formulations, the drug was dissolved in the mix 
45 of the 3 exciplents previously homogenized together. 

1 .3 Preparation of the solid dispersions. 

[0052] The drug and the excipient (Phospholipon 90H) were dispersed in absolute ethanol (0.1 g drug, 0.9 g excipient, 
50 6 g: ethanol) in a balloon reactor, than heated at SO'^C until dissolution. The solvent evaporation by Rotavap (150-200 
mbar, 1 h30, 110 rpm rotation) led to the fonmation of a fluffy white powder. 

1 .4 Chemical stability 

55 [0053] The chemical stability of the different fontiulations Is a key parameter. Prototypes were stored in bulk (glass 
vial) for up to 3 months at +5«C (± 3*'C), 25*'C (± 2«C) and 30°C (± 2*C) under 60% (± 5%) relative humidity (RH) and 
40°C (± 2?C) under 75% (± 5%) RH. 

The stability was evaluated by mean of the potency detemnlned by HPLC, as well as evaluation of relative substances. 
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analysed for drug dosage and stability studies are showed in the table below. 
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Table 3: 




p.....ypoc nf tAyoid of formula lb formulations for stability study 


PROTOTYPE 


DRUG CONCENTRATION 
mg(g fbmnuistion 


PS 80 


100 


Capryol 90 


250 


Labrasol 


100 


Labrasol 


200 


Phosal 75 SA 


100 


CremophorEL-Miglyol 812N-Peceol 


50 


CremophorEL-Miglyol 812N -Maisine 


50 


CremophorEL-Miglyol 812N-Lauroglycol 90 


50 


Cremophor EL-Mlglyol 812N-Capryol 90 


50 


"EJTmophor EL-Miglyol 812N-lmwitor 988 


50 


Phospholipon 90 H 


50 


Phospholipon 90 H 


100 



I0054I A., thefoonulatons are stable 3 months atAO-C "J^I mS^^^ 

?MESares,able1monthat25»C.whereasat4C^^^^^^ 

30 SMES is stable at 5*»C during 7 months. 

Example 2: in vitro behaviour in simulated gi media 
[0055] Release profiles after incubation in simulated gi media 
Composition of the simulated fluids 

[0056] The following simulated media were selected for the present experiment: 

• Gastric medium USP, pH 1 .2 

• Fasted intestinal medium. pH 6.8 (ref. Dressman et al.. Phami. Res.. 1998) 

• Fed intestinal medium. pH 5 (ref. Dressman et al.. Phami. Res.. 1 998) 



45 



50 



55 



Table 4: 


imposition of the simulated gastro-lntestinal media 


Gastric medium (G) 




Sodium chloride 


2g 


Hydrogen chloride IN 


100 ml approximately 


Demineralised water 


qsp 1000 ml 
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Table 4: (continued) 



Composition of the simulated gastro-lntestinal media 


Fasted intestinal medium 
(Fassif) 




For 500 ml 


Potassium hydrogenophosphate 


0.029 M 


1.97 9 


Sodium hydroxide 


qs pH 6.8 


qs pH 6.8 


Sodium Taurocholate 


5 mM 


1.34 9 


Lecithin (Phospholipon 90G) 


1.5 mM 


0.58 9 


Potassium chloride 


0.22 M 


8.2 g 


Demineralised water 


qsp 11 


qsp 500 ml 


Fed Intestinal medium (Fesstf) 




For 500 ml 


Acetic acid 


0.144 M 


4.33 g 


Sodium hydroxide 


qs pH 5 


qs pH 5 


Sodium Taurocholate 


16 mM 


4.03 g 


Lecithin (Phospholipon 90G) 


4mM 


1.55 g 


Potassium chloride 


0.19 M 


7.08 g 


Demineralised water 


qsp 11 


qsp 500 ml 



2.1 Experimental conditions 

2s [0057] In a first step of experiments, the fomnulations (100 mg drug/g fomnuiation, 500 mg fonnuiation in a hard 
gelatin capsule) were diluted 1 :500 in the gastric medium (1 capsule/250 mL), than incubated 2 hours at 37^C under 
stirring (50 rpm) in a USP standard dissolution apparatus. 

The same experiment has been carried out in gastric medium with 2 capsules loaded with less concentrated formula- 
tions (50 mg drug/g fonnuiation), in order to study the effect of the drug/excipient and excipient/medium ratio on the 
3Q release profile. 

In a second step of experiments, a first incubation of 1 hour In gastric medium was followed by 2 hours incubation in 
fasted intestinal or fed intestinal medium, in order to simulate the gastric emptying process. 

[0058] Samples were taken after 5-15-30-60 min and 2h. The drug concentration was determined by HPLC after 
centrifugation (6000 rpm, 10 min). Homogeneity of the medium was evaluated by sampling bottom, medium and top 
35 of the vessel. 

2.2 Results 

[0059] Drug release profiles in gastric medium of formulations at 1 00 mg/g are shown in the figure 1 . 

4Q The profile obtained with fonnuiation data from Phosal is not very representative, since these fomnulations led to the 
formation of a very heterogeneous mixture after incubation. The Labrasol formulation led to the fomnation of a very 
homogeneous emulsion with the medium, despite the low amount of drug recovered after centrifugation (see release 
profile), suggesting that for a coarse emulsion the centrifugation (detemnining the collapse of the emulsion) could sub- 
estimate its in vitro perfomnance. The experiment with Phospholipon 90H was stopped (no data collection) since the 

4S powder floating did not allow the fomriation of a homogeneous suspension. 

[0060] The in vitro profiles of all the 5 self-microemutsifying systems (SMES) tested exhibited a 1 00% "release" in a 
few minutes (figure 2). However, the fact that the centrifugation does not allow to separate the aqueous and oily phase 
of the SMES means that the SMES is still finely dispersed in the aqueous phase (gastric medium) after centrifugation, 
and the drug is still solubilised into the tiny microemulsion droplets. Nevertheless, the SMES system Is definitely ex- 

50 tremely interesting, even if the chemical stability could be an issue (effect of the presence of hygroscopic surfactant 
or co-surfactant on the drug chemical stability to investigate). 

Example 3: particle size analysis after incubation In gastric medium (USP) 

55 [0061] The aim of this part of the study was to evaluate, by particle size measurement, the colloidal stability and the 
self-emulsifying properties of the emulsion/microemulsion/micellar solution of taxoid of fonnula lb formulations after 
Incubation in the gastric medium. 
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3 1 Experimental conditions 
3.2 Results 

33Pre«n,inary conclusions on the evaluation of taxoldofformula lb f^^ 

Table 5 
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35 
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Table 6: . . • 


Summafy of th 
Fomnulatlon 


e/n v/trobehaviou 

Chemical 
Stability 


r OT me TOrniuiauuno 

Droplet size in 
v/tro(2hat37'»C 
in gastric 
medium) 


Homogene ity in 
v/f/o(2hat37*»C/f) 
gastric medium) 


% released drug 
/nv/fra after 2h in 
gastric medium) 


% released drug 
in wfro after 1h 
gastric + 2h 
Fassif 


Labrasol 


>3 months at 
AO^'C/ZS^/oR H 


>1 ^m 


Good 


1-11% 


5-14% 


SMES (5) 


Not done 


>1 ^lm (no 
microemulsion) 


Not done 


Not done 


Not done 



size). 
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4. Conclusions and further studies 
[0067] 

Table 7: Comparative properties of the recommended formulations according to the 
selection criteria 





FORMULATION 


Criteria 


SMES 


Labrasol 


Safety excipients 


Yes 


Yes 


Registrability excipients 


Yes 


Yes 


Developpability/registrability 
formulation 


Yes 


Yes 


ConoSO mg^g 


YesXuptoSP) 


Yes (up to 200) 


Chemical Stability ta mombs 


5*^C ty months 


40°C/75%RH 


Solubilisation in GI media 


W&y good 


Good 


Fine droplet size (GI media) 


Yes(25nm) 


No (>1 ixm) 


Physical Stability ti months 


Not determined 


Not determined 



Example 5: Taxoid of formula lb - COMPARISON OF DIFFERENT FORMULATIONS IN BEAGLE DOGS 

[0068] Three male Beagle dogs were tested with a dose of 0.5 mg/kg with the following formulations: Polysorbate 
80; Self-microemulsifying system (SMES) at 50 mg/g (composition Cremophor EL 60%, Imwltor 988 20%, MIglyol 81 2N 
20%); Nanocrystal suspension of 1 4C-taxoid of fomiula lb. The Plasma radioactivity profiles were determined by LSC. 

Results: 

[0069] The plasma radioactivity concentration in the Beagle dogs after a single oral administration of C-1 4-taxoid of 
fonnuia lb at 0,5 mg/kg of a PS 80 fomriuiation was detemiined (figure 5). 

[0070] The plasma radioactivity concentration in the Beagle dogs after a single oral administration of 0*1 4-taxoid of 
fonnuia lb at 0,5 mg/kg of the SMES fomiulation was detemnined (figure 6). 

[0071] The plasma radioactivity concentration in the Beagle dogs after a single oral administration of C-14-taxoid of 
fonmula lb at 0,5 mg/kg of a nanocrystal fomiulation was detemnined (figure 7). 

[0072] The plasma radioactivity concentration in the Beagle dog N°1 after a single oral administration of G-14-taxoid 
of fonnuia lb at 0.5 mg/kg was detemnined (figure 8). 

[0073] The plasma radioactivity concentration in the Beagle dog N°2 after a single oral administration of C-1 4-taxold 

of fonmula lb at 0.5 mg/kg was determined (figure 9). 

[0074] The plasma radioactivity concentration in the Beagle dog N^'S after a single oral administration of C-1 4-taxoid 
of fomnula lb at 0.5 mg/kg was determined (figure 10). 
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[00771 The results can be summarized as follows: 

higher than that ot nanocrystal. 

20 Claims 

amphlphilic surfactant that is Labraso®. 

Labrasol® 

taxoid per ml LabrasoKB. 
properties. 

the organoleptic properties. 

, • ^.„.ioim,-;or6 whereintheco-surfactantisanamphiphilicsurfactant 
7. Self-microemulsifyingfomiulationascla.medncla^ms5or6.where.ntne 

with lipophilic character with an HLB of less than 10. 
8 se«-microemu.sifyingformulationasc.aimedinclain.5to7w^^^^ 
UurS^r; 2*? Capryol 90®. Maislne 35-1« and Imwrtor 988®. 
30 9 se«— .ikying— onasclalmedlndaimsBto.wherelntheol..^ 

,O.Se,f— .si^ngformuia«onasciaimedinciaimsSto9.wher.n.ea^untofco— 
% (weight percent). 

,.s^^.^™— 

3:1 and the oil concentration Is 20%. 
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13. Setf-microemulsifying formulation as claimed in claims 5 to 12, wherein the taxoid concentration is not over 1 0% 
w/w. 

14. Self-microemulslfying fomiulatlon as claimed In claim 13. wherein the taxoid concentration is from 1 to 50 mg/g. 

5 

1 5. Self-microemulslfying formulation as claimed in claims 5 to 1 4. wherein the fonmulatlon comprises 60% Cremophor 
EL, 20% Imwitor 888 and 20% Miglycol 812N (weight percent). 

16. A process for preparing a fomiuiatlon as claimed in claims 1 to 6, wherein there is prepared, where appropriate, 
10 the mixture of principal excipients, after heating, if necessary, in the case of the solid or semisolid exclplents, and 

then, if necessary, the mixture with the additional additives, and then the taxoid and stirring is maintained in order 
to obtain a homogeneous mixture. 
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Figure 1 
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Figure 2 
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Figure 6 
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Figure 7 
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Figure 9 
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Figure 10 
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Figure 11 
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Figure 12 
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